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PATENT 

Attorney Reference Number 4239-66898-01 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re application of: Court et al. 
Application No. 10/692,553 
Filed: October 23, 2003 
Confirmation No. 1179 

For: ENHANCED HOMOLOGOUS 

RECOMBINATION MEDIATED BY 
LAMBDA RECOMBINATION PROTEINS 

Examiner: Jennifer Ann Dunston 

Art Unit: 1636 

Attorney Reference No. 4239-66898-01 



CERTIFICATE OF MAILING 

I hereby certify that this paper and the documents referred to 
as being attached or enclosed herewith are being deposited 
with the United States Postal Service as First Class Mail in an 
envelope addressed to: MAIL STOP PETITION, 
COMMISSIONER FOR PATENTS, P.O. BOX 1450, 
ALEXANDRIA, VA 22313-1450 on the date shown below. 



Attorney or Agent 
for Applicant(s). 



Date Mailed October 16, 2006 




MAIL STOP PETITION 
COMMISSIONER FOR PATENTS 
P.O. BOX 1450 

ALEXANDRL\, VA 22313-1450 

TRANSMITTAL LETTER 
Enclosed for filing in the application referenced above are the following: 

^ Petition for Acceptance of a Declaration Signed by Other Than All The Inventors 

(w/attached copy of Combined Declaration and Power of Attorney, Assignment, and 
Declaration Under § 37 C.F.R. 1.131) 

^ Statement by Susan Alpert Siegel, Ph.D. (w/attached copy of Express Mail Label, Email, 
Internet Search) 

^ A check in the amount of $130.00 covering petition fee is enclosed. 

13 The Director is hereby authorized to charge any additional fees that may be required, or credit 
over-payment, to Deposit Account No. 02-4550. A copy of this sheet is enclosed. 

13 Please return the enclosed postcard to confirm that the items listed above have been received. 



Respectfully submitted. 



One World Trade Center, Suite 1600 
121 S.W. Salmon Street 
Portland, Oregon 97204 
Telephone: (503) 595-5300 
Facsimile: (503) 595-5301 




^Registration No. 43,121 
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pplication No. 10/692,553 
Filed: October 23, 2003 
Confirmation No. 1179 

For: ENHANCED HOMOLOGOUS 

RECOMBINATION MEDIATED BY 
LAMBDA RECOMBINATION PROTEINS 

Examiner: Jennifer Ann Dunston 

Art Unit: 1636 

Attorney Reference No. 4239-66898-01 



CERTIFICATE OF MAILING 

I hereby certify that this paper and the documents referred to 
as being attached or enclosed herewith are being deposited 
with the United States Postal Service as First Class Mail in an 
envelope addressed to: MAIL STOP PETITION 
COMMISSIONER FOR PATENTS, P.O. BOX 1450, 
ALEXANDRIA, VA 22313-1450 on the < 



Attorney or Agent 
for Applicant(s) 





Date Mailed x^Ctober 16. 2006 



MAIL STOP PETITION 
COMMISSIONER FOR PATENTS 
P.O. BOX 1450 

ALEXANDRIA, VA 22313-1450 



PETITION FOR ACCEPTANCE OF A DECLARATION SIGNED BY OTHER THAN 

ALL THE INVENTORS 

Dear Sir: 

Applicants Neal Copeland, Daiguan Yu, Donald E. Court, E-Chiang Lee, Nancy A. 
Jenkins, and Pentao Liu hereby petition the Commissioner to accept the filing of the Declaration 
Under 37 C.F.R. § 1.131 signed by other than all the inventors. 

1. Hilary M. EUis is an inventor of the above-referenced application, and was under an 

obligation to assign her rights to The Government of the United States of America as represented 

by the Secretary, Department of Health and Human Services, National Institutes of Health at the 

time the application was filed. Hilary M. Ellis executed the Declaration and Combined Power of 

Attorney for the above-referenced application on May 11, 2003 and executed an Assignment for 

the above-referenced application on May 12, 2003. A copy of the Combined Declaration and 

Power of Attomey and the Assignment are enclosed (Exhibits 1 and 2). At that time Hilary M. 

EUis resided in San Ramon, CA. * ^w.,.,^ 

18/19/2886 CHGUYEK MSBMSA 1869^3 
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2. A Declaration Under 37 C.F.R. § 1.131 (hereinafter "the Declaration") was filed on 
August 22, 2006. This Declaration was executed by all the inventors other than Hilary M. Ellis. 
A copy of the Declaration is enclosed (Exhibit 3). 

3. The last known mailing address for Hilary M. Ellis is as follows: 

7598 Interlachen Avenue 
San Ramon, CA 94583 . 

However, Hilary M, Ellis is no longer at her last known mailing address, and could not be 
reached to sign the Declaration. A Statement by the undersigned providing the pertinent facts 
establishing that co-inventor Hilary M. Ellis caimot be reached is enclosed. 

4. The M.P.E.P § 715.04 (C) states: 

"Affidavits or declarations to overcome a rejection of a claim or claims must be 
made by the inventor or inventors of the subject matter of the rejected claim(s), a 
party quahfied xmder 37 CFR 1.42, 1.43, or 1.47, or the assignee or other party in 
interest when it is not possible to produce the affidavit or declaration of the 

inventor(s) Further, where it is shown that a joint inventor is deceased, 

refuses to sign, or is otherwise unavailable, the signatures of the remaining Joint 
inventors are sufficient. " [emphasis added] 

4. In view of the unavailability of Hilary M. Ellis to sign the Declaration, Applicants 
believe that they are entitled to make such filing on behalf of Hilary M. Ellis pursuant to 37 
C.F.R. § 1.47. Applicants request that the Declaration, without the signature of Hilary M. Ellis, 
be accepted by the U.S. Patent and Trademark Office. The fee required by § 1.17(g) also is 
enclosed. 



Respectfully submitted. 



KLARQUIST SP. 




One World Trade Center, Suite 1600 
121 S.W. Sahnon Street 
Portland, Oregon 97204 
Telephone: (503) 595-5300 
Facsimile: (503)595-5301 



By 



^ SusanAlpert Siegel, Ph.D. 
Registration No. 43,121 
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COMIUNKI) DECLARATION AND I'OWKK OK A1TORNKY 
FOR PATENT AIM'LICATION 

As n below named invciUor, I hereby deciarc that: 

My residence, post office address and citizenship arc as slated below next lo my name. 

1 believe 1 am an original, first and Joint inventor (il plural names arc listed below) ot the subject 
matter which is claimed and for which a patent is sought on the invention entitled ENHANCED 
HOMOLOGOUS RECOMBINATION MEDIATED BY LAMBDA RECOMBINATION PROTEINS, the 
specification of which 

[~| is attached hereto. 

was filed on February 12, 2003 as United States Application No. 10/366,044 . 

□ was described and claimed in PCT International Application No. , filed on , and as 

amended under PCT Article 19 on (if applicable). 

Q and was amended on (if applicable). 

n with amendments through (if applicable). 

1 hereby state that I have reviewed and understand the contents of the abovc-idenlified specification, 
including the claims, as amended by any amendment referred to above. 

I acknowledge the duty to disclose information which is material to patentability as defined in Title 
37, Code of Federal Regulations, § 1 .56. If this is a continuation-in-part application filed under the conditions 
specified in 35 U.S.C, § 120 which discloses and claims subject matter in addition lo that disclosed in the prior 
copending application, 1 further acknowledge the duty lo disclose material infomiation as defined in 37 CFR 
§ 1 .56 which occurred between the filing date of the prior application and the national or PCT international 
filing date of the continuation-in-part application. 

I hereby claim foreign priority benefits under Title 35, United States Code, § 1 19(a)-(d) of any 
foreign application{s) for patent or inventor's certificate or of an PCT International application(s) designating at 
least one country other than the United Slates of America listed below and have also identified below any 
foreign applicaiion(s) for patent or inventor's certificate or any PCT International application(s) designating at 
least one country other than the United States of America filed by me on the same subject matter having a filing 
date before that of the application{s) on which priority is claimed: 



Prior Foreign Application(s) 


Country 


Filing Date 


Priority Claimed 








□ Yes DNo 



1 hereby claim the benefit under Title 35, United States Code, § 1 19(e) of any United States 
provisional application(s) listed below: 



Application No. 


Filing Date 


60/225.164 . 


August 14, 2000 


60/271.632 


February 26. 2001 



1 hereby claim the benefit under Title 35, United States Code, § 120 of any United States 
application(s) or § 365(c) of any PCT International application(s) designating the United States, listed below 
and, insofar as the subject matter of each of the claims of this application is not disclosed in the prior United 
States or PCT International application in the manner provided by die first paragraph of Title 35, United States 
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( ode §112.1 Jicknowlcilge the diUv lo disclose malerini inlonnnlion as defined in Tille 37. Code of Federal 
Kegulalions, § I -?^6(n) wliich occurred i>clwecn the filing dale oflhe prior applicalion and the national or PCI 
International filing dale ol this applicalion: 



Application No. 


riling l!)ate 


Status: patented, pending, abandoned 


PCT/USO 1/25507 


August 14.2001 


Pending at lime ot filing 



I hereby appoint the Ibllowing atlorney(s) and/or agent(s) lo prosecute this applicatit>n, to file a 
corresponding international application, and to transact all business in the Patent and I radcmark OtTicc 
connected therewith: 



Name 


Rq*. No. 


Name 


Reg. No. 


Dale Berkley 


42.319 


Norbcn Pontzer 


40.777 


Steven Ferguson 


38.488 


Richard U. Rodriguez 


45,980 


Stephen Finley 


36,357 


Susan S. Rucker 


35,762 


James C. Haight 


25,588 


David R. Sadowski 


32,808 


Catherine M. Joyce 


40,668 


Marlene Shinn 


46,005 


John Peter Kim 


38,514 


Jack Spiegel 


34,477 



with an Associate Power of Attorney to the following: 

Keg. No. 



Name ^ 

BENDERLY, Kenneth M. 51.453 

BIBLE, Patrick M. 44,423 

BUNKER, Gillian 47,461 

CALDWELL. Lisa M. 4 1 ,653 

CARLSON, Anne 47,472 

GIRARD, Michael P. 38,467 

GOFF, JaredS. 44,716 

HAENDLER. Jeffrey B. 43,652 

HARDING, Tanya M. 42,630 

JAKUBEK, Joseph T. 34,190 

JONCUS, Stephen J. 44,809 

JONES, Michael D. 4 1 ,879 

KLARQUIST, Kenneth S. 1 6,445 

KLITZKE 11. Ramon A. 30, 1 88 

LEIGH, James S. 20,434 

MC LEOD, Richard D. 46,92 1 

MAURER, Gregory L. 43,78 1 



Name 


Reg. No. 


NOONAN, William D. 


30,878 


ORR, David E. 


44,988 


PETERSEN, David P. 


28.106 


POLLEY, Richard J. 


28,107 


RINEHART, Kyle B. 


47,027 


RUPERT, Wayne W. 


34,420 


RYBAK, Sherec L. 


47,913 


SIEGEL, Susan Alpcrt 


43,121 


SLATER, Siacey C. 


36,011 


STEPHENS Jr., Donald L. 


34,022 


STUART, John W. 


24,540 


VANDENBERG, John D. 


31,312 


WHINSTON, Arthur L. 


19,155 


WIGHT, Stephen A. 


37,759 


WINN, Garth A. 


33,220 


YOUNG, Travis 


53,819 


ZASTROW, Devon J. 


50,206 



all of the law firm of Klarquist Sparkman, LLP. 

Address all telephone calls to Susan Alpert Siegel. Ph.D., telephone number 503/226-739 1 and 
facsimile number 503/228-9446. 

Address all correspondence to: 

KLARQUIST SPARKMAN, LLP 
One World Trade Center, Suite 1 600 
121 SW Salmon Street 
Portland, OR 97204-2988 

1 hereby declare that all statements made herein of my ov^n knowledge are true and that all 
statements made on information and belief are believed to be true; and further that these statements were made 
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with the knowledge thnt willful false stntcincnts and the like so made arc punishubic by line or imprisonment, or 
both, under Section 1001 of Tilip 18 of the United Stales Code and that such willful false statements may 
jeopardize the validity of the application or any patent issued thereon. 



Full Name of First Joint Inventor: Donald L. Court 
Inventor's Signature 



Date 

Residence: Frederick, Maryland 
Citizenship: United States of America 

Post Office Address: 502 Magnolia Avenue, Frederick, Maryland, 2 1702 

Full Name of Second Joint Inventor: Daiguan Yu 
Inventor's Signature 



Date. 

Residence: Frederick, Maryland 
Citizenship: United States of America 

Post Office Address: 1418 Taney Avenue, H30 1 , Frederick, Maryland, 2 1 702 

Full Name of Third Joint Inventor: E-Chiang Lee 
Inventor's Signature 



Date 

Residence: Frederick, Maryland 
Citizenship: Taiwan 

Post Office Address: 2402 Dominion Drive, No. 2C, Frederick, Maryland, 2 1 702 
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I'lill Name of Tourth Joint Hilary M. lEIlis 

Invcnior: 

Inventor's Signature ^i^^j /C.^^^ . s////c3 

'^^^T'^ Dale 
Residence: Oothenda^ Mar) l »nd ^ nKc-w\ov> ^ Cft 1» o^n • €/^//c% 

Citizenship: United States of America 

Post Office Address: 47-B- fc d BPfiplri Road , Rr ihcsdarMarytan d , 20 814 yi o • 

Full Name of Fifth Joint Inventor: Nancy A. Jenkins 
lnventor*s Signature 



Date 

Residence: Ijamsville, Maryland 
Citizenship: United States of America 

Post Office Address: 10022 Pebble Beach Terrace, Ijamsvillc, Maryland, 21754 

Full Name of Sixth Joint Inventor: Pcntao Liu 
Inventor's Signature 



Date 

Residence: Frederick, Maryland 
Citizenship: China 

Post Office Address: 1 402 Baker Place West, No. 2 1 , Frederick, Maryland, 2 1 702 

FuUNameof Seventh Joint Inventor: Neal G. Copeland . 
Inventor's Signature 



Date 

Residence: ijamsville, Maryland 
Citizenship: United States of America 

Post Office Address: 1 0022 Pebble Beach Terrace, Ijamsville, Maryland, 2 1 754 



DECLARATION - Pftge 4 or4 



WDN/SASIgte 10/23/03 E-177-2000/2-US-02 222564 



Atty. Ref. No. 4239-66898 
Express Mail Label No. EV339201OSOUS 



RECORDATION I 

MAIL STOP PATENT APPLICATION 
DIRECTOR FOR PATENTS 
PC BOX 1450 

ALEXANDRIA. VA 22313-1450 



! ! -04-2003 



TS Ol^JLY 




1. Total number of pages including cover sheet, attachments and document; 17 



(oio 

cvio 



2. Name of Conveying Party(ies) and Execution Date(s) of Document(s) O Check here if additional naine(s) attached 
Naine(s): Donald L. Court', Daiguan Yu', E-Chiang Lee^ Hilary M. Ellis^ Nancy A. Jenkins', Pentao 

Liu^ and Neal G. Copeland^ 
Execution Date(s): March 31, 2003^-^''''; May 5, 2003^ May 6. 2003': and May 12, 2003 

3. Name and address of receiving party □ Check here if additional name(8) & address(es) are attached 

THE GOVERNMENT OF THE UNrraD STATES OF AMERICA AS REPRE^^ 
SECRETARY OF THE DEPARTMENT OF HEALTH AND HUMAN SERVICES 



Name 



Address National Institutes of Health 

Office of Technology Transfer, Suite 325 
601 1 Executive Boulevard 

City Rockville State/Country MP 




Zip 20852 



4. Nature of Conveyance 

^ Assignment □ Merger □ Security Agreement □ Name Change □ Other: 



5. Total number of applications and patents involved; One 



6. Total Fee Enclosed (37 C.F.R, § 3A1): $40.00 



7. ^ Check here if any deficiency/o verpayment is authorized to be charged to deposit account 02-4550 

8. Enter either the Execution date (of the Declaration and Power of Attorney), Application Number, or the 
Patent Number. Do not enter more than one number for the same patent. 

A. This document is being filed with a new application. 

B. □ Patent Application No.(s) or Patent No.(s): 

□ Check here if additional numbers are attached , „ — 



9. Correspondent's name, address, and telephone number 

Susan Alpert Siegel, Ph.D. 
Klarquist Sparkman, LLP 
One World Trade Center, Suite 1600 
121 S.W. Salmon Street 
Portland, Oregon 97204-2988 
Telephone: 503-226-7391 



10. ^ Please return the attached postcard to confirm that these items have been received. 

IL Statement and signature To the best of my knowledge and belief, the foregoing information is true and 

correct and any attache^^pyjs a true copy of the original document 

Susan Alpert Siegel, Ph.D. 
Name of Person Signing 



•cc: Client 
Docketing 
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ASSIGNMENT 

We, Donald L. Court, of Frederick, Maryland, a citizen the United Stales of America, Daiguan 
Yu, of Frederick, Maryland, a citizen of the United States of America, E-Chiang Lee, of Frederick, 
Maryland, a citizen of Taiwan, Hilary M. Ellis, of Bethesda, Maryland, a citizen of the United States of 
America, Nancy A. Jenkins, of Ijamsville, Maryland, a citizen of the United States of America, Pentao 
Liu, of Frederick, Maryland, a citizen of China, and Neal G. Copeland, of Ijamsville, Maryland, a 
citizen of the United States of America, employees of the Department of Health and Human Services at 
the time the invention was made, have invented ENHANCED HOMOLOGOUS RECOMBINATION 
MEDIATED BY LAMBDA RECOMBINATION PROTEINS for which the following patent 
applications have been filed: 

U.S. Patent Application No. 60/225,164, filed August 14, 2000; 

U.S. Patent Application No. 60/271,632, filed February 26, 2001 ; 

PCT Patent Application No, PCT/USO 1/25507, filed August 1 4, 2001 ; and 

U.S. Patent Application No. 10/366,044, filed February 12, 2002. 

We were employed by the Department of Health and Human Services at the time the invention 
was made. The conditions under which said invention was made are such as to entitle the Government 
of the United States of America under Paragraph 1(a) of Executive order 10096, to the entire right, title, 
and interest in the invention, in the United States and all other countries throughout the world. 

In consideration of our obligations under Executive Order 1 0096, and other valuable 
consideration, we the undersigned, have sold, assigned, and transferred and do sell, assign, and transfer 
to The Government of the United States of America as represented by the Secretary of the Department 
of Health and Human Services (hereinafter THE GOVERNMENT), and their successors and assigns, 
the full and exclusive right, title, and interest in the patent applications and invention throughout the 
United States of America, its territories and dependencies, and all other countries. This includes an 
assignment of all Letters Patents that may be granted on the invention in the United States of America 
and all countries throughout the worid, and any divisional, renewal, continuation in whole or in part, 
substitution, conversion, reissue, prolongation or extension thereof; and the right to claim priority from 
the patent applications as provided for by United States law, the Patent Cooperation Treaty, the 
European Patent Convention, the Paris Convention, or other applicable law. 

We authorize and request the issuance of said Letters Patent to THE GOVERNMENT, as an 
assignee of the entire right, title, and interest to be held as fully and entirely as the same would have 
been held by us had this assignment not been made. 

We warrant that there are no outstanding assignments, grants, liens, encumbrances, or 
agreements either written, oral, or implied that will impair, diminish, limit, or abridge the interest herein 
conveyed at the time of the execution of the present assignment. 

We also agree upon reasonable request to conunimicate to THE GOVERNMENT, its 
representatives, assigns or agents, any facts known to us respecting the invention, and to testify in any 
legal proceeding, sign all lawful papers, execute all divisional, continuing and reissue applications, 
make all rightful oaths, provide all requested documents, and do everything reasonably possible to aid 
THE GOVERNMENT and its assigns to obtain and enforce proper patent protection for the invention 
in the United States or any foreign coimtry. These provisions are binding upon ourlieirs, legal 
representatives, administrators and assigns. 
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We have authorized THE GOVERNMENT to file and prosecute these patent applications, as 
well as any corresponding international or national applications that claim priority from them. THE 
GOVERNMENT has the right to select attorneys or agents of its choice to prosecute at its discretion 
these applications on its behalf. 

We grant the law firm of Klarquist Sparkman, LLP, the power to insert on this Assignment any 
further information that may be necessary or desirable in order to comply with all applicable legal 
requirements, including the rules of the United States Patent and Trademark Office, for submitting and 
recording this document. 

IN TESTIMONY WHEREOF, Assignors have signed their names on the dates indicated. 




Dated: ^^j^ljO 1^ 

STATE OF lt/Aj.dA,^J^ ) 

~) ss. 
COUNTY OF Sx^IiL^uJ:- ) 

This day of lyilLAAJ^ , j?Q93 , before me personally came the above-named Donald L. 
Court, who executed the foregoing Assignment in my presence, and who acknowledged to me that he 
executed the same of his own free will for the purposes set forth therein. 



Notary Public for 11\Ua.'^^.L^ 

My commission expires: ioH-MI^^ 

[SEAL] 



Dated: ■ 

DaiguanYu 

) 

) ss. 
) 

This day of , , before me personally came the above-named Daiguan 

Yu, who executed Ae foregoing Assignment in my presence, and who acknowledged to me that he 
executed the same of his own free will for the purposes set forth therein. 



STATE OF 



COUNTY OF 



Notary Public for 

My commission expires: 

[SEAL] 
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Dated: 



E-Chiang Lee 



STATE OF ) 

) ss. 

COUNTY OF ) 

This day of , , before me personally came the above-named E-Chiang 

Lee, who executed the foregoing Assignment in my presence, and who acknowledged to me that he 
executed the same of his own free will for the purposes set forth therein. 



[SEAL] 



Notary Public for 

My commission expires: 



Dated: 



STATE OF 



COUNTY OF 



This 



) 

) ss. 
) 



Hilary M. Ellis 



day of 



, , before me personally came the above-named Hilary M, Ellis, 

who executed the foregoing Assignment in my presence, and who acknowledged to me that he executed the 
same of his own free will for the purposes set forth therein. 



[SEAL] 



Dated: 



Notary Public for 

My commission expires: 

Nancy A. Jenkins 




STATE O F '/Tu WuL i.../- . ) 
COUNTY OF J/U^iUcA ) 

This ^ day of ^lUJiM^ , , before me personally came the above-named Nancy A. Jenkins, 
who executed the foregoing Assignment in my presence, and who acknowledged to me that he executed the 
same of his own free will for the purposes set forth therein. 



Notary Public for "y^b 



My comm ission expires: *f/Q//o 




[SEAL] 
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I^atcd: "> / W A ) 



Pentao Liu 



• 



STATE OF Jk4..U.M.^ ) 

/'J ^ "~ ) ss. 
COUNTY OF JAu^'J U^A.- - ) 

This 3ji day of V%/iA,^^ , dluo^ ,, before me personally came the above-named Pentao Liu, who 
executed the foregoing Assignment in my presence, and who acknowledged to me that he executed the same of 
his own free will for the purposes set forth therein. 



[SEAL] 



Notary Public for V/L/i 



My commission expires: 



Dated: "3 



STATE OF 



) ss. 




Neal G. Copeland 



COUNTY OF M.UUA.UJ^ ) 

This 5/ day of yjijAA'L , oLOQ^ ^ before me personally came the above-named Neal G. Copeland, 
who executed the foregoing Assignment in my presence, and who acknowledged to me that he executed the 
same of his own free will for the purposes set forth therein. 



Notary Public for 

My commission expires: 0Jf/l;//O^ 

[SEAL! 
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1, , ^ ASSIGNMENT , . . 

oj lit W9odlc»^cij.jj:ej(<^, a c f^ztAK of c.L-nt\ (-y^y. ) 

VVe Donald L. Court, of Frederickj>1 aryland, a cj tizenthe United States of America, Daiguan 
Yu b^i^^g b^f^lW^c^^ °f Frederick, 

Ma'ryla'i^dTdtizen onz:\vji>x^,m^fMM^^^r^\^^2., Maryland, a citizen of the United States of 
America Nancy A. Jenkins, of Ijamsville, Maryland, a citizen of the United States of America, Pentao 
Liu of Frederick, Maryland, a citizen of China, and Neal G. Copeland, of Ijamsville, Maryland, a 
citiMH of the United States of America, employees of the Department of Health and Human Services at 
die Ume the invention was made, have invented ENHANCED HOMOLOGOUS RECOMBINATION 
MEDIATED BY LAMBDA RECOMBINATION PROTEINS for which the following patent 
applications have been filed: 

U.S. Patent Application No. 60/225,164, filed August 14, 2000; 
U S Patent Application No. 60/271 ,632, filed February 26, 2001 ; 
PCT Patent Application No. PCT/USOl/25507, filed August 14, 2001; and 
U.S. Patent Application No. 1 0/366,044, filed February 12, 2002. 

We were employed by the Department of Health and Human Services at the time the invention 
was made The conditions under which said invention was made are such as to entitle the Government 
of the United States of America under Paragraph 1(a) of Executive order 10096, to the entire right, title, 
and interest in the invention, in the United States and all other countries throughout the worid. 

In consideration of our obligations under Executive Order 10096, and other valuable 
consideration, we the undersigned, have sold, assigned, and transferred and do sell, assign, and transfer 
to The Government of the United States of America as represented by the Secretary of the Departmem 
of Health and Human Services (hereinafter THE GOVERNMENT), and their successors and assigns, 
the fiill and exclusive right, title, and interest in the patent applications and invention throughout the 
United States of America, its territories and dependencies, and all other countries. This includes an 
assignment of all Letters Patents that may be granted on the invention in the Umted States of America 
and all countries throughout the worid, and any divisional, renewal, continuation in whole or m part, 
substitution, conversion, reissue, prolongation or extension thereof; and the right to claim priority from 
the patent applications as provided for by United States law, the Patert Cooperation Treaty, the 
European Patent Convention, the Paris Convention, or other applicable law. 

We authorize and request the issuance of said Letters Patent to THE GOVERNMENT, as an 
assignee of the entire right, title, and interest to be held as fiilly and entirely as the same would have 
been held by us had this assignment not been made. 

We warrant that there are no outstanding assignments, grants, liens, encumbrances, or 
agreements either written, oral, or implied that will impair, diminish, limit, or abridge the interest herem 
conveyed at the time of the execution of the present assignment. 

We also agree upon reasonable request to communicate to THE GOVERNMENT, its 
representatives, assigns or agents, any facts known to us respecting the invention, and to tesUfy m any 
legal proceeding, sign all lawful papers, execute all divisional, continuing and reissue apphcations, 
make all rightful oaths, provide all requested documents, and do everything reasonably possible to aid 
THE GOVERNMENT and its assigns to obtain and enforce proper patent protection for the invention 
in the United States or any foreign country. These provisions are binding upon our heirs, legal 
representatives, administrators and assigns. 
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We have authorized THE GOVERNMENT lo file and prosecute these patent applications, as 
\yell as any corresponding international or national applications that claim priority from them. THE 
GOVERNMENT has the right to select attorneys or agents of its choice to prosecute at its discretion 
these applications on its behalf. 

We grant the law firm of Klarquist Sparkman, LLP, the power to insert on this Assignment any 
further information thai may be necessary or desirable in order to comply with all applicable legal 
requirements, including the rules of the United States Patent and Trademark Office, for submitting and 
recording this document. 

IN TESTIMONY WHEREOF, Assignors have signed their names on the dates indicated. 



Dated: 



Donald L. Court 



STATE OF ) 

) ss. 

COUNTY OF ) 

This day of , , before me personally came the above-named Donald L. 

Court, who executed the foregoing Assignment in my presence, and who acknowledged to me that he 
executed the same of his own free will for the purposes set forth therein. 



Notary Public for 

My conmiission expires: 



[SEAL] 



Dated 



: 5 -O} 



-4 



Daiguan Yu ^ 




STATE OF jiMl. 



COUNTY OF 

This^davofUAVj 

Yu, who executed the foregoiilg Assignment in my presence, and who acknowledged to me that he 
executed the same of his own free will for the pxirposes set forth therein. 



l2 , before me personally came the above-named Daiguan 



Jotarv Public for ^A'Vt ik 



Notary 
My conimission expires: 



tSEAL] 





MICHELLE KLEIN 


m 


\ctary Public. State of Texas 




?,^V Corr rnlssion Expires 




f ebfud.'y 13. 2005 
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Dated: 



E-Chiang Lee 



STATE OF ) 

) ss. 

COUNTY OF ) 



This day of , , before me personally came the above-named E-Chiang 

Lee, who executed the foregoing Assignment in my presence, and who acknowledged to me that he 
executed the same of his own free will for the purposes set forth therein. 



Notary Public for 

My commission expires: 



[SEAL] 
Dated: 



Hilary M. Ellis 

STATE 0F_ ) 

) ss. 

COUNTY OF ) 

Xhis day of , , before me personally came the above-named Hilary M. Ellis, 

who executecTthe foregoing Assignment in my presence, and who acknowledged to me that he executed the 
same of his own free will for the purposes set forth therein. 



Notary Public for ^ 



My commission expires: 

[SEAL] 



Dated: 

Nancy A. Jenkins 

STATE OF ■ ) 

) ss. 

COUNTY OF _____ ) 

This day of , , before me personally came the above-named Nancy A. Jenkins, 

who executed the foregoing Assignment in my presence, and who acknowledged to me that he executed the 
same of his own free will for the purposes set forth therein. 



Notary Public for _ 



My commission expires: 

[SEAL] 
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Dated: 



STATE OF 



COUNTY OF 



) 

) ss. 
) 



This day of_ 



Pentao Liu 



, before me personally came the above-named Pentao Liu, who 



executed the foregoing Assignment in my presence, and who acknowledged to me that he executed the same of 
his own free will for the purposes set forth therein. 



[SEAL] 



Notary Public for 

My commission expires: 



Dated: 



STATE OF 



COUNTY OF 



) 

) ss. 
) 



This day of _ 



Neal G. Copeland 



, before me personally came the above-named Neal G. Copeland, 



who executed the foregoing Assignment in my presence, and who acknowledged to me that he executed the 
same of his own free will for the purposes set forth therein. 



Notary Public for 



My commission expires: 

[SEAL] 
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ASSIGNMENT 

We Donald L. Court, of Frederick, Maryland, a citizen the United States of America, Daiguan 
Yu of Frederick, Maryland, a citizen of the United States of America, E-Chiang Lee, of EEede»ek.7l^ WooJl-J- 
r^^xi M ^'l i^"^, a citizen of Taiwan, Hilary M. Ellis, of Belhesda, Maryland, a citizen of the United States of 
y America Nancy A. Jenkins, of Ijamsville, Maryland, a citizen of the United States of America, Pentao 
w , Liu of Frederick, Maryland, a citizen of China, and Neal G. Copeland, of Ijamsville, Maryland, a 
'^^'^^ citi^n of the United States of America, employees of the Department of Health and Human Services at 
the time the invention was made, have invented ENHANCED HOMOLOGOUS RECOMBINATION 
MEDIATED BY LAMBDA RECOMBINATION PROTEINS for which the following patent 
applications have been filed: 

U.S. Patent Application No. 60/225,164, filed August 14, 2000; 
U.S. Patent Application No. 60/271,632, filed February 26, 2001; 
PCT Patent Application No. PCTAJSOl/25507, filed August 14, 2001; and 
U.S. Patent Application No. 10/366,044, filed February 12, 2002. 

We were employed by the Department of Health and Human Services at the time the invention 
was made The conditions under which said invention was made are such as to entitie the Government 
of the United States of America under Paragraph 1(a) of Executive order 10096, to tiie entire nght, titie, 
and interest in tiie invention, in tiie United States and all otiier countries tiiroughout tiie worid. 

In consideration of our obligations under Executive Order 1 0096, and otiier valuable 
consideration, we tiie undersigned, have sold, assigned, and transferred and do sell, assign, and transfer 
to The Government of the United States of America as represented by the Secretary of tiie Department 
of Healtii and Human Services (hereinafter THE GOVERNMENT), and ttieir successors and assigns, 
tiie full and exclusive right, titie, and interest in tiie patent applications and invention tiiroughout tiie 
United States of America, its territories and dependencies, and all otiier countries. This includes an 
assignment of all Letters Patents tiiat may be granted on tiie invention in tiie United States of America 
and all countries tiiroughout tiie worid, and any divisional, renewal, continuation in whole or in part, 
substitution, conversion, reissue, prolongation or extension tiiereof; and tiie right to claim priority from 
tiie patent applications as provided for by United States law, the Patent Cooperation Treaty, tiie 
European Patent Convention, tiie Paris Convention, or otiier applicable law. 

We autiiorize and request tiie issuance of said Letters Patent to THE GOVERNMENT, as an 
assignee of tiie entire right, titie, and interest to be held as fully and entirely as tiie same would have 
been held by us had tiiis assignment not been made. 

We warrant that tiiere are no outstanding assignments, grants, liens, encumbrances, or 
agreements eitiier written, oral, or implied tiiat will impair, diminish, limit, or abridge tiie interest herein 
conveyed at tiie time of tiie execution of tiie present assignment. 

We also agree upon reasonable request to communicate to THE GOVERNMENT, its 
representatives, assigns or agents, any facts known to us respecting tiie invention, and to testify in any 
legal proceeding, sign all lawfiil papers, execute all divisional, continuing and reissue applications, 
make all rightfiil oatiis, provide all requested documents, and do everytiiing reasonably possible to aid 
THE GOVERNMENT and its assigns to obtain and enforce proper patent protection for tiie invention 
in tiie United States or any foreign country. These provisions are binding upon our heirs, legal 
representatives, administrators and assigns. 
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We have authorized THE GOVERNMENT lo file and prosecute these patent applications, as 
well as any corresponding international or national applications that claim priority from them. THE 
GOVERNMENT has the right to select attorneys or agents of its choice to prosecute at its discretion 
these applications on its behalf. 

We grant the law firm of Klarquist Sparkman, LLP, the power to insert on this Assignment any 
ftirther information that may be necessary or desirable in order to comply with all applicable legal 
requirements, including the rules of the United States Patent and Trademark Office, for submitting and 
recording this document. 

IN TESTIMONY WHEREOF, Assignors have signed their names on the dates indicated. 



Dated: 



Donald L. Court 



STATE OF ) 

) ss. 

COUNTY OF ) 



This day of , , before me personally came the above-named Donald L. 

Court, who executed the foregoing Assignment in my presence, and who acknowledged to me that he 
executed the same of his own free will for the purposes set forth therein. 



[SEAL] 



Notary Public for ' 
My commission expires: 



Dated: 



Daiguan Yu 



STATE OF 



COUNTY OF. 



J 

) ss. 
.) 



This day of ^ 



, before me personally came the above-named Daiguan 



Yu, who executed the foregoing Assignment in my presence, and who acknowledged to me that he 
executed the same of his own fi^e will for the purposes set forth therein. 



Notary Public for. 



My commission expires: 

[SEAL] 
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Dated: 




STATE OF f^K^ 



E-Chiang Lee 



COUNTY OF (^oA< 



J 

) ss. 



This ^"^ay of {^o^ , o2c^S , before me personally came the above-named E-Chiang 

Lee, who executed the foregoing Assignment in my presence, and who acknowledged to me that he 
executed the same of his own free will for the purposes set forth therein. 



[SEAL] 



Notarvl^ublic for ^^CX^\ ck 



My commission expires: 




ALLYSON MANN 

Notary PuhlU:, Stttc of 'Icxw 
My Ctimfniiniun Exptrc» 

March M, aM4 



Dated: 



STATE OF 



COUNTY OF 



) 

) ss. 
) 



This day of_ 



Hilary M. Ellis 



, before me personally came the above-named Hilary M. Ellis, 



who executed the foregoing Assignment in my presence, and who acknowledged to me that he executed the 
same of his own free will for the purposes set forth therein. 



[SEAL] 



Notary Public for 

My commission expires: 



Dated: 



STATE OF 



COUNTY OF 



) 

) ss. 
) 



Nancy A. Jenkins 



This day of _ 



, before me personally came the above-named Nancy A. Jenkins, 



who executed the foregoing Assignment in my presence, and who acknowledged to me that he executed the 
same of his own free will for the purposes set forth therein. 



Notary Public for. 



My commission expires: 

[SEAL] 
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Dated: 



STATE OF 



COUNTY OF 



) 

) ss. 

) 



This day of_ 



Pentao Liu 



, before me personally came the aboA^e-named Pentao Liu, who 



executed the foregoing Assignment in my presence, and who acknowledged to me that he executed the same of 
his own free will for the purposes set forth therein. 



Notary Public for 



My commission expires: 

[SEAL] 



Dated: : : 

Neal G. Copeland 

STATE OF ) 

) ss. 

COUNTY OF ) 

This day of , , before me personally came the above-named Neal G. Copeland, 

who executed the foregoing Assignment in my presence, and who acknowledged to me that he executed the 
same of his own free will for the purposes set forth therein. 



Notary Public for 



My commission expires: 

[SEAL] 
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We, Donald L. Court, of Frederick, Maryland, a citizen the United States of America, Daiguan 
Yu, of Frederick, Maryland, a citizen of the United Jtat^^ofi^me^^^^^ 9tf/^^erick, 
Maryland, a citizen of Taiwan, Hilary M. Ellis, of DetTtoDd^Tory lan d, a citizen oflhe UnitedStates of 
America, Nancy A. Jenkins, of Ijamsville, Maryland, a citizen of the United States of America, Pentao 
Liu, of Frederick, Maryland, a citizen of China, and Neal G. Copeland, of Ijamsville, Maryland, a 
citizen of the United States of America, employees of the Department of Health and Human Services at 
the time the invention was made, have invented ENHANCED HOMOLOGOUS RECOMBINATION 
MEDIATED BY LAMBDA RECOMBINATION PROTEINS for which the following patent 
applications have been filed: 

U.S. Patent Application No. 60/225,1 64, filed August 14, 2000; 
U.S. Patent Application No. 60/271 ,632, filed February 26, 2001; 
PCT Patent Application No. PCT/USOl /25507, filed August 1 4, 2001 ; and 
U.S. Patent Application No. 10/366,044, filed February 12, 2002. 

We were employed by the Department of Health and Human Services at the time the invention 
was made. The conditions under which said invention was made are such as to entitle the Government 
of the United States of America under Paragraph 1(a) of Executive order 10096, to the entire right, title, 
and interest in the invention, in the United States and all other countries throughout the world. 

In consideration of our obligations under Executive Order 1 0096, and other valuable 
consideration, we the undersigned, have sold, assigned, and transferred and do sell, assign, and transfer 
to The Government of the United States of America as represented by the Secretary of the Department 
of Health and Human Services (hereinafter THE GOVERNMENT), and their successors and assigns, 
the fiill and exclusive right, title, and interest in the patent applications and invention throughout the . 
United States of America, its territories and dependencies, and all other countries. This includes an 
assignment of all Letters Patents that may be granted on the invention in the United States of America 
and all coimtries throughout the world, and any divisional, renewal, continuation in whole or in part, 
substitution, conversion, reissue, prolongation or extension thereof; and the right to claim priority from 
the patent applications as provided for by United States law, the Patent Cooperation Treaty, the 
European Patent Convention, the Paris Convention, or other applicable law. 

We authorize and request the issuance of said Letters Patent to THE GOVERNMENT, as an 
assignee of the entire right, title, and interest to be held as fiilly and entirely as the same would have 
been held by us had this assignment not been made. 

We warrant that there are no outstanding assignments, grants, liens, encumbrances, or 
agreements either written, oral, or implied that wall impair, diminish, limit, or abridge the interest herein 
conveyed at the time of the execution of the present assigiunent. 

We also agree upon reasonable request to conmiunicate to THE GOVERNMENT, its 
representatives, assigns or agents, any facts known to us respecting the invention, and to testify in any 
legal proceeding, sign all lawful papers, execute all divisional, continuing and reissue applications, 
make all rightfiil oaths, provide all requested documents, and do everything reasonably possible to aid 
THE GOVERNMENT and its assigns to obtain and enforce proper patent protection for the invention 
in the United States or any foreign country. These provisions are binding upon our heirs, legal 
representatives, administrators and assigns. 



04/16/03 




ASSIGNMENT 



ASSIGNMENT - Page 1 of 4 



WDN/SAS:smm 4239-640(.^^^77-2000/2-US-OI 04/I6A)3 

We have authorized THE GOVERNMENT lo file and prosecute these patent applications, as 
well as any corresponding international or national applications that claim priority from them. THE 
GOVERNMENT has the right to select attorneys or agents of its choice to prosecute at its discretion 
these applications on its behalf. 

We grant the law firm of Klarquist Sparkman, LLP, the power to insert on this Assignment any 
further information that may be necessary or desirable in order to comply with all applicable legal 
requirements, including the rules of the United States Patent and Trademark Office, for submitting and 
recording this document. 

IN TESTIMONY WHEREOF, Assignors have signed their names on the dates indicated. 



Dated: 



Donald L. Court 



STATE OF ^ ) 

) ss. 

COUNTY 0F_^ ) 



This day of ^ , » before me personally came the above-named Donald L. 

Court, who executed the foregoing Assignment in my presence, and who acknowledged to me that he 
executed the same of his own free will for the purposes set forth therein. 



[SEAL] 



Notary Public for 

My commission expires: 



Dated: 



Daiguan Yu 



STATE OF 



COUNTY OF. 



) ss. 



This day of. 



, before me personally came the above-named Daiguan 



Yu, who executed the foregoing Assignment in my presence, and who acknowledged to me that he 
executed the same of his own free will for the purposes set forth therein. 



Notary Public for , 



My commission expires: 

[SEAL] 
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Dated: 



E-Chiang Lee 



STATE OF ) 

) ss. 

COUNTY OF ) 

This day of ^ , , before me personally came the above-named E-Chiang 

Lee, who executed the foregoing Assignment in my presence, and who acknowledged to me that he 
executed the same of his own free will for the purposes set forth therein. 



Notary Public for 

My commission expires: 



[SEAL] 
Dated: 




^ J^ilar/M. Ellis 



STATE OY C^^^—-'^- ) 

) ss. 

COUNTY OF C^c^^^^^ ) c:^c^ s-/^ 

This /-c^ay of ^^^^ , z^^^ ^ before me personally came the above-named Hilary M. Ellis, 
who executed the foregoing Assignment in my presence, and who acknowledged to me th^te^xecuted the 
same of4*fe.own free will for the purposes set forth therein. 

jfA^ ^ i T ^, XV €\ 

JUSTIN TESSLB? 
Commission #121 9865 

Notary Public -California | Noterv PublicTor 

Contrc Costa County ^ ^ — '"""^ 



[SEAL] 





^-onrrc costo County f " . . — r~- 

M>'CorTmfa}^Ma yi6.2D03^ My commission expires: 



Dated: — 

Nancy A. Jenkins 

STATEOF __) 

) ss. 

COUNTY OF • ) 

Xhis day of , , before me personally came the above-named Nancy A. Jenkins, 

who executed the foregoing Assignment in my presence, and who acknowledged to me that he executed the 
same of his own free will for the purposes set forth therein. 



Notary Public for _ 



My commission expires: 

[SEAL] 
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Dated: 



STATE OF 



Pentao Liu 



COUNTY OF 



) 

) ss. 
) 



This day of _ 



viujr \ , before nie personally came the above-named Pentao Liu, who 

executed the fbregohig Assignment in my presence, and who acknowledged to me that he executed the same of 
his own free will for the purposes set forth therein. 



Notary Public for 



My commission expires: 

[SEAL! 



Dated: 



STATE OF 



COUNTY OF 



) 

) ss. 
) 



This day of_ 



Neal G. Copeland 



, before me personally came the aboVe-named Neal G. Copeland, 



1 ilia \jaj V/A 5 7 — M ^ J I 

who executed the foregoing Assignment in my presence, and who acknowledged to me that he executed the 
same of his own free will for the purposes set forth therein. 



Notary Public for _ 



My commission expires: 

[SEAL] 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



CERTIFICATE OF MAIUNG 

I hefcby certify tittt tfris papa- and the documents TC^^ 
as being attadwd or enclosed herewith are being deposited 
with the United States Postal Service as First Class Mail in an 
envelope addressed to: KfAIL STOP AMENDMENT 
COMMISSIONER FOR PATENTS, P.O. BOX 1450, 
ALEXANDRIA, VA 22313-1450 on the datei 




Attorney or Agent 
fiirAPDlicantfs ) C 



Date 



In re application of: Court etal. 
Application No. 10/692,553 
Filed: October 23, 2003 
Confirmation No. 1179 

For: ENHANCED HOMOLOGOUS 

RECOMBINATION MEDIATED BY 

LAMBDA RECOMBINATION PROTEINS 
Examiner: Jennifer Ann Dunston 
Art Unit: 1636 
Attorney Reference No. 4239-66898-01 

MAIL STOP AMENDMENT 
COMMISSIONER FOR PATENTS 
P.O. BOX 1450 

ALEXANDRIA, VA 22313-1450 

DECLARATION UNDER 37 CjJt § 1.131 

We, Neal Copeland, Daiguan Yu, Hilary M. Ellis, Donald E. Court, E-Chiang 
Lee, Nancy A. Jenkins, and Poitao liu, declare as follows: 

1 . We are tiie inveators of die above-identified application, which is a 
continuation of U.S. Patent Application No. 10/366,044, filed February 12, 2003, which is a 
continuation-in-part of PCT Application No. PCT USOl/25507, filed August 14, 2001, which 
claims the benefit of U.S. Provisional Application No. 60/225, 164, filed August 14, 2000 and 
claims the benefit of U.S. Provisional Application No. 60/271,632, filed February 21, 2001. 

2. It is our understanding that the claims 1 , 3, 4 and 13 are rejected as allegedly 
being anticipated by Cassanova et al.. Genesis 32(2): 158-160, published online February 13, 
2002. 



3. We conceived of, and reduced to practice, a method for generating a vector for 
conditional knockout of a gene in a cell including a de-repressible promoter q>erably linked to a 
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nucleic acid encoding Beta and Exo, as claimed in claims 1, and 2-13, prior to February 13, 

2002, in the United States. 

3. The methods of claims 1, 3, 4 and 13 were conceived of prior to February 13, 

2003. Selection cassettes for use in the claimed methods were made and improved prior to 
February 13, 2002; some of the experimental work conducted prior to February 13, 2002 is 
described below. Photocopies of Dr. Liu's laboratory notebook pages, labeled pages 1-10 are 
submitted herewith. The photocopied pages are referred to below as ^^tbc laboratory notes." 
Dates on these pages have been redacted. Prior to February 1 3, 2002, we performed flie 
following experiments in the United States, which are documented on the laboratory notebook 
pages: 

We coiistnxcted a plasnud that including a selectable marker (specifically a 
kanmycin/neomycin resistance marker) flaidced by a pair of recombining sites (sped&ca&y 
LoxP). This plasmid was designed to introduce the recombining site into a genomic locus on a 
bacterial artificial chromosome (BAC) or a plasmid. A diagram of this plasmid, and a restriction 
map of tfiis plasmid is shown in the laboratory notes, see page 1 . The selection marker is called 
PL400. 

We also constructed PL428 and PL430 which were additional plasmids for 
introducmg recombining sites (LoxP sites) into the 5* and 3* sides of a genomic fiagment of the 
Ctip2 locus. This is docxmiented in the attached photocopy of Dr. Liu's laboratory notes, 
labeled page 2. DNA fiagments of PL428 and PL430 were restriction digested or amplified by 
polymerase chain reaction. These fi:agments,contaiiiiiig the selectable marker <Kan-Neo) 
flanked by two recombining sites (LoxP) and having homology aims, were electroporated into E. 
Coli cells containing a de-repressible promoter (pL) operably linked to a nucleic acid encoding 
Beta and Exo. The production of kanamycin resistant cells is documented at the bottom of page 
2 C'Kan^")- A recombinase (Cre) is used to excise the nucleic acid encoding tiie selectable 
marker to leave a single first recombining site in the gene, as indicated on the right side of page 3 
of the laboratory notes. 

To clone a mouse genomic fragment from a BAC using recombineering, in order 
to make the conditional targeting vector, a retrieval vector (PL433) was consfructed. PL433 
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includes two short DNA fragments from the end of the genomic DNA fragments. There is a 
MCITK (thymidine kinase, a second selectable marker) in the backbone of this plasmid, 
negative selection could be used in embryonic stem cells with this conditional targeting vector. 
The production of PL433 is documented on page 4 of the laboratory notes. 

The PL433 plasmid was electroported into E, coli cells wherein the de-reprssible 
promoter was de-repressed. Two colonies were examined by digesting the DNA with restriction 
enzymes. The restriction pattern documented that the selectable marker (TK) was inserted 
flanked by a second pair of recombining sites (LoxP). This produced plasmid PL435, shown on 
page 5 of the laboratory notes, which contained the genomic fragment (Ctip2) for making the 
targeting vector. 

The DNA insert (2.8 kb in length) from PL430, which contained the selection 
marker (Kan-Neo) flanked by two recombining sites (loxP) was co-electroported into bacterid 
(E. Coli) cells including a derepressible promoter (pL) operably linked to Gam and Exo. The 
cells were heat induced to insert flie first recombining site into the Ctip2 locus. The correctly 
targeted plasmid was re-trmsformed mto bacterial cells (E. coli). The loxP-flanked Kan marker 
was excised in the E. coli to leave a single loxP site in the genomic DNA. (see page 6 of the 
laboratory notes, top panel). This new plasmid was co-electroporated witii the DNA fragment 
from PL436 containing the Neo-Kan selection maker also flanked by a second pair of LoxP sites. 
This resulted in the production of plasmid PL437. PL437 is the conditional knock-out vector 
that will allow deletion of ttie last exon of Ctip2 (see page 6 of the laboratory notes, bottom 
panel). The configuration of PL437 as a conditional targeting vector was confirmed using 
restriction digestion, as shown on page 7 of the laboratory notes. 

A vector for conditional knock-out oftfaeEvi9 locus was genoated. This 
conditional targetmg vector was designed to delete eKon 4 of the Evi9 gene. The construction of 
this vector is shown on page 8 of the laboratory notes. 

PL438 was a plasmid that contained a first pair of recombining sites (two LoxP 
sites, also called ""fioxed") flanking a selection marker (Neo-Kan), and flanked by two PGR 
amplified genomic DNA Augments. These genomic Augments could be used as homology arms 
in recombineering. The insert Scorn this plasmid placed the floxed selection marker (Km) into 
the 5' side of exon 4 (within exon 3) of the Evi9 gene. This plasmid could be used to introduce 
the first recombining sites into a BAG. 
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PL440 was a plasmid also contained a pair of recombining sites (LoxP or 
"floxed") flanking a selection marker (Neo-Kan) and flanked by a two polymerase chain reaction 
(PGR) ampUfied genomic DNA fragments. PL440 was of uses for recombineering. The insert 
from PL440 was used to place a floxed selection marker (Kan) into the 3' region of exon 4 (in 
intion 4) of the Evi9 gene. This plasmid could be used to introducing the second pair of 
recombining sites into a BAG. 

PL441 was then constructed. This is a retrieval vector for retrieving the Evi9 
genomic DNA fragment from an Evi9 BAG (see the bottom of page 8 of the laboratory notes). 
Linearized PL441 was electioported into an Evi9 BAG (called "G3," see page 9 of the laboratory 
notes). The retrieved plasmid was called PM42. PL442 was co-electroporated with the insert 
from PL438 to place a floxed Neo-Kan selectable marker into intion 3 of Evi9 (see page 9 of the 
laboratory notes). 

The tsffgeted plasmid was transformed into E. coli expressing a recombinase 
CXJre") to excise the selectable marker. This left a single LoxP site in intron 3 of Evi9. The 
production of this allele is shown in the top panel on page 10 of the laboratory notes. 

The excised plasmid was then co-electroporated with the insert from PL440 to 
place a second floxed selectable marker (Neo-Kan) into intron 4 of Evi9. Thus, the plasmid 
PL443 was produced, which is a conditional targeting vector that could be used to delete exon 4 
(located between intron 3 and intron 4) of Evi9. The production of PL443 is shown in the 
bottom panels on page 10 of the laboratory notes. We were aware that an Fit site could be used 
as a recombining site in the place of a loxP site, and that Flp could be used as the recombinase. 
A strain ofE. Coli, EL250 was created that expresses Flp. 

4. These results dononstrated: (1) honrologous recombination could be used to 
insert a nucleic acid encoding a selectable maiker (Neo-Kan) flanked by a pair of first 
recombining sites (LoxP) mto a first site (one intron) in a gene (Evi9 or Gtip2) in vector 
including bacterial artificial chromosome (Evi9 or Gtip2), (2) homologous recombination could 
be used to insert a nucleic acid encoding a selectable maiker (Neo-Kan) flanked by a pair of 
second recombining sites (LoxP) and a first recombining site into a second site (a second intron) 
in the gene (Evi9); (3) the nucleic acid encoding the selectable marker could be excised with a 
first recombinase specific (Gre) specific for tiie recombining sites, leaving a single first 
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recombining site in the gene (Evi9 or Ctip2). and (4) the nucleic add encoding a selectable 
maiker (Kan-Neo) could be excised with a recombinase (Cre) specific for the second 
recombining sites. Two recombining sites remained in the gene following excision of the 
nucleic acid encoding the selectable maiker, thus generating a vector for conditional knockout of 
the gene (Evi9 or Ctip2). E. coli strains were created that expressed Flp, so that Frt recombining 
used. The homologous reconibination was performed in bacterial cells including a de-repressible 
promoter (pL) operably linked to a nucleic encoding Beta and Exo. 

5. All statements made herein and of our own knowledge are true and all 
statements made on information are believed to be true; and further, these statements were made 
with the knowledge that willful false statements and like are punishable by fine or imprisonment, 
or bofli. under Section 1001 of Title 18 of the United States Code, and that any such willful false 
statements made may jeopardize the vaUdity of the appUcation or any patent issuing thereon. 
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I we are Ihe inventors oftheabove-identified application, which is a 
- ^„f«S Patent Application No. 10/366.044, filed Febniary 12. 2003. which is a 
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2002. 
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recomWning site in the gene (Evi9 or Ctip2). and (4) the nucWc acid encoding a selectable 
marker (Kan-Neo) could be exdsed with a recombinase (Cie) specific for the second 
recombiiung sites. Two lecomWiUng sites lemained in Ae gene following excision of the 
nucleic acid encoding the selectable maricer, thus generating a vector for conditional knockout of 
the gene (Evi9 or Ctip2). E. coH strains were created thai expressed Flp. so that Fkt jeconabining 
used. The homologous recombination was pctfonned in bacterial cells including a de-repressible 
promoter (pL) operably linked to a nucleic encoding Beta and Exo. 

5. All statements made herein and of our own knowledge are true and all 
statements made on infonnation aie believed to be true; and fluther, these statements were made 
with the knowledge that willful false statements and like are punishable by fine or imprisonment, 
or both, under Section 1001 of Title 18 of the United States Code, and tiiat any such wiUftil false 
statements made may jeopaidize the validity of the application or any patent issuing thereon. 
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DECLARATION UNDER 37 C.F.R. § 1.131 

We, Neal Copeland, Daiguan Yu, Hilaiy M. ElUs, Donald E. Court, E-Chiang 
Lee, Nancy A. Jenkins, and Pentao Liu, declare as follows: 

1. We are die inventors of the above-identified application, which is a 
continuation of U.S. Patent AppUcation No. 10/366.044, filed February 12, 2003, which is a 
continuation-in-part of PCT AppUcation No. PCT USOl/25507. filed August 14, 2001, which 
claims the benefit of U.S. Provisional Application No. 60/225. 164, filed August 14, 2000 and 
claims the benefit of U.S. Provisional AppUcation No. 60/271,632, filed February 21, 2001. 

2. It is our understanding that the claims 1, 3, 4 and 13 are rejected as allegedly 
being anticipated by Cassanova et al.. Genesis 32(2): 158-160, pubUshed online February 13, 
2002. 

3. We conceived of, and reduced to practice, a method for generating a vector for 
conditional knockout of a gene in a cell including a de-repressible promoter operably Unked to a 
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nucleic acid encoding Beta and Exo, as claimed in claims 1, and 2-13, prior to February 13, 

2002, in the United States. 

3. The methods of claims 1, 3, 4 and 13 were conceived of prior to February 13, 

2003. Selection cassettes for use in the claimed methods were made and improved prior to 
February 13, 2002; some of the experimental work conducted prior to February 13, 2002 is 
described below. Photocopies of Dr. Liu's laboratory notebook pages, labeled pages 1-10 are 
submitted herewith. The photocopied pages are referred to below as "the laboratory notes." 
Dates on these pages have been redacted. Prior to February 1 3, 2002, we performed the 
following experiments in the United States, which are documented on the laboratory notebook 

' pages: 

We constructed a plasmid that including a selectable marker (specifically a 
kanmycin/neomycin resistance marker) flanked by a pair of recombining sites (specifically 
LoxP). This plasmid was designed to introduce the recombining site into a genomic locus on a 
bacterial artificial chromosome (BAG) or a plasmid, A diagram of this plasmid, and a restriction 
map of this plasmid is shown in the laboratory notes, see page 1 . The selection marker is called 
PL400. 

We also constructed FL428 and PL430 which were additional plasmids for 
introducmg recombining sites (LoxP sites) into the 5' and 3* sides of a genomic fi?agment of the 
Ctip2 locus. This is documented in the attached photocopy of Dr. Liu*s laboratory notes, 
labeled page 2. DNA fragments of PL428 and PL430 were restriction digested or amplified by 
polymerase chain reaction. These fiagments, containing the selectable marker (Kan-Neo) 
flanked by two recombining sites (LoxP) and having homology arms, were electroporated into E. 
Coli cdls containing a de-iepressible promoter (pL) operably linked to a nucleic acid encoding 
Beta and Eio. The production of kanamycin resistant cells is documented at the bottom of page 
2 ("Kan"^*)' A recombinase (Cre) is used to excise the nucleic add encoding the selectable 
marker to leave a angle first recombining site in the gene, as indicated on tiie right side of page 3 
of tiie laboratory notes. 

To clone a mouse genomic fragment from a BAG uinng recombineering, in order 
to make tiie conditional targeting vector, a retrieval vector (PL433) was constructed. PL433 
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includes two short DNA fragments firan the end of the genomic DNA fragpients. There is a 
MCITK (thymidine kinase, a second selectable marker) in the backbone of this plasmid, 
negative selection could be used in embryonic stem ceUs with this conditional targeting vector. 
The production of PL433 is documented on page 4 of the laboratory notes. 

The PL433 plasmid was electroported into E. coli cells wherein the de-reprssible 
promoter was de-repressed. Two colonies were examined by digesting the DNA with restriction 
enzymes. The restriction pattern documented that the selectable marker (TK) was inserted 
flanked by a second pair of recombiiiing sites (LoxP). This produced plasmid PL435. shown on 
page 5 of the laboratory notes, which contained the genomic fragment (Ctip2) for making the 
targeting vector. 

The DNA insert (2.8 kb in length) from PL430, which contained the selection 
marker (Kan-Neo) flanked by two recombining sites (loxP) was co-electroported into bacterial 
(E. CoU) ceUs including a derepressible promoter (pL) operably linked to Gam and Exo. The 
cells were heat induced to insert the first recombining site into the Ctip2 locus. The correctly 
targeted plasmid was le-transfoimed into bacterial cells (E. coU). The loxP-flanked Kan marker 
was excised in the E. coU to leave a single loxP site in the genomic DNA. (see page 6 of the 
laboratory notes, top panel). This new plasmid was co-electroporated with the DNA fragment 
from PL436 containing the Neo-Kan selection maker also flanked by a second pair of LoxP sites. 
This resulted in the production of plasmid PL437. PL437 is the conditional knock-out vector 
that will allow deletion of the last exon of Ctip2 (see page 6 of the laboratory notes, bottom 
panel). The configuration of PL437 as a conditional targeting vector was confirmed using 
restriction digestion, as shown on page 7 of the laboratory notes. 

A vector for conditional knock-out of the Evi9 locus was generated. This 
conditional targeting vector was designed to delete exon 4 of the Evi9 gene. The construction of 
this vector is shown on page 8 of the laboratory notes. 

PL438 was a plasmid that contained a first pair of recombining sites (two LoxP 
sites, also called "floxed") flanking a selection marker (Neo-Kan), and flanked by two PCR 
amplified genomic DNA fi«gments. These genomic fragments could be used as homology aims 
in recombineering. The msert from this plasmid placed the floxed selection marker (Kan) into 
the 5' side of exon 4 (within exon 3) of the Evi9 gene. This plasmid could be used to introduce 
the first recombining sites into a BAC. 
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FL440 was a plasmid also contained a pair of lecombining ates (LoxP or 
"flexed") flanking a selection marker (Neo-Kan) and flanked by a two polymerase chain reaction 
(PGR) amplified genomic DNA fragments. PL440 was of uses for recombineering. The insert 
from PL440 was used to place a floxed selection marker (Kan) into the 3* region of exon 4<in 
intron 4) of the Evi9 gene. This plasmid could be used to introducing the second pair of 
recombining ates into a BAG. 

PL441 was then constructed. This is a retrieval vector for retrieving the Evi9 
genomic DNA fragment from an Evi9 BAG (see the bottom of page 8 of the laboratory notes). 
Linearized PL441 was electroported into an Evi9 BAG (caUed "GS," see page 9 of the laboratory 
notes). The retrieved plasmid was caUed PL442. PL442 was co-electroporated with the insert 
from PL438 to place a floxed Neo-Kan selectable marker into intron 3 of Evi9 (see page 9 of the 
laboratory notes). 

The targeted plasmid was transformed into E. coli expressing a recombinase 
("Gre") to excise the selectable marker. This left a single LoxP site in intron 3 of Evi9. The 
production of this allele is shown in the top panel on page 10 of the laboratory notes. 

The excised plasmid vras then co-electroporated with the insert from PL440 to 
place a second floxed selectable marker (Neo-Kan) into mtron 4 of Evi9. Thus, the plasmid 
PL443 was produced, which is a conditional targeting vector that could be used to delete exon 4 
(located between intron 3 and intron 4) of Evi9. The production of PL443 is shown in the 
bottom panels on page 10 of the laboratory notes. We were aware that an Frt site could be used 
as a recombining site in the place of a loxP site, and that Flp could be used as Hob recombinase. 
A strain ofK Coli, EL250 was created that e3q)resses Flp. 

4. These results demonstrated: (1) homologous recombination could be used to 
insert a nucleic acid encoding a selectable marker (Neo-Kan) flanked by a pair of first 
recombining sites (LoxP) into a first site (one intron) in a gene (Evi9 or Gtip2) m vector 
including bacterial artificial chromosome (Evi9 or Gtip2), (2) homologous recombination could 
be used to insert a nucleic acid encoding a selectable marker (Neo-Kan) flanked by a pair of 
second recombining sites (LoxP) and a first recombining site into a second site (a second intron) 
in the gene (Evi9); (3) the nucleic acid encoding the selectable marker could be excised with a 
first recombinase specific (Gre) specific for the recombining sites, leaving a single first 
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recombining site in the gene (Evi9 or Ctip2), and (4) the nucleic acid encoding a selectable 
marker (Kan-Neo) could be excised with a recombinase (Cre) specific for the second 
recombining sites. Two recombining sites remained in the gene following excision of tiie 
nucleic acid encoding the selectable marker, thus generating a vector for conditional knockout of 
the gene (Evi9 or Ctip2). E. coli strains were created that expressed Flp, so that Frt recombining 
used. The homologous recombination was performed in bacterial cells including a de-repressible 
promoter (pL) operably linked to a nucleic encoding Beta and Exo. 

5. All statements made heiein and of our own knowledge are tue and all 
statements made on mformation are believed to be true; and further, these statements were made 
with the knowledge that willful false statements and like are punishable by fine or imprisonment, 
or both, under Section 1001 of Title 18 of the United States Code, and that any such willful false 
statements made may jeopardize the validity of the application or any patent issuing thereon. 

Neal G. Copeland 



Date. 



Date. 



Date. 



Date. 



Date. 



Date. 



Daiguan Yu 



Hilary M. Ellis 



Donald L. Court 



E-Chiang Lee 
Nanc^ A. Jenkins / 




Pentao Liu 
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Attorney or Agent 
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STATEMENT BY SUSAN ALPERT SIEGEL, PH.D. 



Having personal knowledge of the facts set forth below, I declare as follows: 



1 . I am employed by Klarquist Sparkman, LLP, which represents The Government 
of the United States of America as represented by the Secretary, Department of Health and 
Human Services, National Institutes of Health in the above-referenced patent application. 



2. Hilary M. Ellis is an inventor of the above-referenced application. At the time the 
above-referenced application was filed, Hilary M. Ellis resided in San Ramon, CA. It was the 
undersigned's understanding that Hilary M. Ellis was not employed (outside the home) at that 
time. 

3. A Declaration Under 37 C.F.R. § 131 (hereinafter "the Declaration"), for signature by 
all of the inventors, was prepared for the response to the Office action dated February 22, 2006. 
A copy of the Declaration was sent by Express Mail to Hilary M. Ellis at 7598 Interlachen Avenue, 
San Ramon, CA 94583 on July 25, 2006. On July 28, 2006, the Express Mail envelope was return 
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to Klarquist Sparkman, stamped non-deliverable. A copy of the Express Mail Label is attached 
as Exhibit 1. 

4. The National Institutes of Health was contacted on August 23, 2006 to determine 
if updated contact information for Hilary M. Ellis was available. We were informed by the 
National Institutes of Health that no additional contact information was available. A copy of an 
e-mail from the National Institutes of Health confirming that there is no additional contact 
information for Dr. Ellis is enclosed (Exhibit 2). Internet searches were performed to try to 
locate a new address for Dr. Ellis, However, these searches were not successful. A print-out of 
an exemplary search is enclosed (Exhibit 3). 

5. Accordingly, Hilary M. Ellis is not available to sign the Declaration. Applicants 
petition that the Declaration be accepted without the signature of Hillary M. Ellis. 

6. If any additional fees are required for the acceptance of this petition, please 
charge Deposit Account No. 02-4550. 



Respectfully submitted. 



KLARQUIST SPARKMAN, LLP 



One World Trade Center, Suite 1600 
121 S.W. Sahnon Street 
Portland, Oregon 97204 
Telephone: (503) 595-5300 
Facsimile: (503) 595-5301 
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This oarJeaninn 



Susan Alpert Siegel 



From: 

Sent: 

To: 

Subject: 



Pontzer, Norbert (NIH/OD) [E] [Pont2erN@OD.NIH.GOV] 
Wednesday, September 13. 2006 10:53 AM 
Susan Alpert Siegel 
Hilary Ellis address 



Hi Susan, 



Per your 8/23/06 letter concerning the unavailability of Hilary Ellis for purposes of a 
131 Dec. to support 10/692,553, our royalty people have apparently been sending royalty 
checks to: 

Hiliary Moyed Ellis 
7598 Interlachen Avenue 
San Ramon, CA 94583 
Phone 925-828-5528 (home) 

If this is an address that has not worked for you let me know and I will send you a work 
order to prepare the documents needed to submit the Dec under these circumstances. 

Norb 

Norbert Pontzer, J.D., Ph.D. 
Technology Licensing Specialist 
office of Technology Transfer 
National Institutes of Health 
6011 Executive Blvd., Suite 325 
Rockville, MD 20852 
301-435-5502 
301-402-0220 fax 
pont zernOmail . nih . gov 

Note: This email may contain confidential information. If you are not the intended 
recipient, any disclosure, copying or use of this email or the information enclosed 
therein is strictly prohibited, and you should notify the sender for return of any 
attached documents . 
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Lycos Home | 13 Lycos Mail 

WEB 
PEOPLE 

YELLOW PAGES 
SHOPPING 

rLASSIFIEDS 



OR 



First Name: 



Hilary 



City: 



San Ramon 



Reverse Phone Number Search: 



( 



Last Name: 
| Ellis 



State: 



Zip: 



O Public Records ® White Pages 



GOGETITI 



Lycos White Pages Returned 0 Results. 

Try revising your search: 

• Check your spelling, including any abbreviations 

• Broaden your search by using fewer search fields 

• If you know the first few letters of a name, enter those letters and then a wildcard (*). 
For example amb* or hig* 



Search Public Records for Hilary Ellis? 



First Name: |Hllary 



City: | San Ramon" 



Last Name: | Ellis 
State: 



OA 



Search by: Maiden Name | Social Security Number 
Powered by USSearch 



3 search results for "Hilary Ellis" from USSearch.com 



Name 
Hila r y Ellis 
Hilary Ellis 
Hilary Ellis 

View More Re gjjJts 



City 

San Ramon 
San Ramon 
San Ramon 




http://peoplesearch.lycosxom/index.php?areacode=&phone3=&phone4=&fh^ lU/13/2UUe) 
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Ads by Google 


Danville West Side Estate 


San Ramon Foreclosures 


San Ramon CA Homes 


Martinez Famil 


Panoramic Mt. Diablo Montair Views 
Eichler's Anshen custom on 2 lots 
www.thehorsleyhouse.com 


Free list of foreclosures, fixer uppers 
and estate sates save 1000's 
HomelnformationFree.com 


Search the San Ramon CA MLS View 
Local CA Homes For Sale 
www.ZlpRealty.com 


Divorce, Child Suf 
us solve your lega 
wizardoflaw.com 



Lycos I About Lycos | Help | Jobsfg^Lycos | Advertise | Retriever \ Site Map | Privacy Policy | Terms & Conditions 
© Copyright 2006, Lycos, Inc. Lycos is a registered trademark of Lycos, Inc. All Rights Reserved. 
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Yahoo! My Yahoo! Mail Make Y! your home oaae 



"SXHOOf, PEOPLE SEARCH 



Search 
the Web 



Sign Up 



People Seal 



Your People Search: 

first 



Hilary 



last 



Ellis 



city San Ramon 



Create / Edit My Listing - Rem 
state I Entire USA HI 



^«)0t?ah6o! S€ 



SPONSOR RESULTS BY INTELIUS (What's this?^ 

• Hilary Ellis Current Phone Number & Address Found. - information was found in Public Reco 
Age, Address History and Family Members. 
www.intelius.com 

ADVERTISEMENT 

Sorry, we didn't find any people matching Hilary Bills, 
San Ramon. 



Suggestions: 

• Double check your spelling. 

• Try your search with our sponsor Intelius (see box at 
right) in case the person you're looking for doesn't 
have an entry in Yahoo! People Search. 

• Do a Yahoo! Search of the web for Hilary Ellis. San 
Ramon. 



CURRENT PHONE NUMBE 
& ADDRESS AVAILABLE 



FIRST NAME 



Hilary 



LAST NAME [ ElliS 
STATE 



• Search by Social Security 
Number 

• Search Public Records 

• Search by Phon e Nu mber 



^IHTE 

Privacy Pc 



ADVERTISEMENT 

Premium Search - includes unlisted & cell phone numbers 

First Name { Hilary | Last Name | Ellis | State 



^*ih'staiit5feBrch 



Search the Web: Hilary Ellis, San Ramon 



YahooivSear^ 



Advance d W€ 



Copyright © 2006 Yahoo! Inc. All rights reserved. 
Privacy Policy - Ternns of Service - CoPvriaht/IP Policy 
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This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
docxmients submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SfflES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 



-QT LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: . 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 
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